
(l9)H#@#?Tfr (JP) (12) £fc ^ £fc ^ (A) <ll)»ffffllti«iS*# 

Jjt^Fll- 503140 

(43)^B ^11^(19^)3^238 



(51) IntCL 8 
A6 1K 31/445 



9 CO 7D 211/14 



AAM 
AAB 
AC J 
ACV 



F I 

A 6 IK 31/445 AAM 

AAB 
AC J 
ACV 

CO 7D 211/14 

m&m& ^mm^mx ir (± ie h) m»n\ztR< 



(21)fflgl#^ 


^¥8-529973 


(71)ffl®A 


£-f^ 9)Vf> 


(86) (22)ffiSB 


¥/£8^(1996)4£2B 






(85)«|R3fcffitfiB 


¥^9^(1997)10^ 3 B 






(86)S|»ffl§5#^ 


PCT/EP 9 6/0 144 2 




wymnmim d -78467 n>x^ 


(87)H»&W## 


W09 6/3 1 2 0 8 






(87)SI&&&§B 


¥*8^(1996)10H10B 




2 


(31)ffift«a^S# 


9 7 6/9 5-1 


(72)5g0i# 




(32)«$fcB 


1995^4^5 0 




F^BfWcSlH D -78465 n>X* 




X-fX (CH) 




>\y p;Vboi>^ai— ^ 12 






(74)ftSA 


*S± ^ Sea W2«) 











(57) [©ft] 

u 




(CH,)/ 



«— (CH 2 } n —C(R3)(R4JR5 



(I) 



[SCf, Rl, R2. R3. R4, R5. m*5«fctfn« 
-5. 



• 



«F9l¥ 1 1 -5 03 1 40 



i. 5£i : 




\ 

f 

/ 



N — (CH 2 ) n — C(R3}(R4)R5 



Rili7i-;v, 

R 2 \±7 =- )V , 

R 3 It&^i tztt 1-4 C-TJV^rK 

R 4 li&Mi it It 1~4C-7M^ 

R 5 {i^lt £ f± 1 ~ 4 C - T JW* 

mfi&2, *3«t^ 

n WtJfeO Sric-rtfs *4VM±4fc 

R 1 tiTklf > 

R 2 tt*3!^ 

R3(i7xx;i/, 

R 4 ti ->^n^\^->jp, 7i-JV, 2 - y" > - 5 - 

^ fctt h 'J n [2 

. 2.1.0 ] ^^h-2-^Jl/, 

R 5 ttfc Kn^rv, 
mttSfel £fc{±2, 

n(i£fc2 ££t±3 fc&T] W^iiiJ:^^, y^v-§|«flL 
& A <7) f & 0 c7) rt: <t> ggftj £ gg jit -T & <D ffl 0 

2. -fv\dy, \£^vr>, *s? } )$y, ^j*;;-*, /oy^'jy-/, > 




(3) 1 1 -5 03 1 40 

3 . ftm -t & i § mmwumm * x vmw ■T'y ><& »* # i 
* i mw.<o$im 0 

J: v -7 * - K - )V ib t£ Z> m h 3 ft tzit&m <D M^m. 1 !E«*> ^ffl o 
y^'J^, /'JyV-K :/n->* y HJAJf->7i-yJK f'J 

•7* > is <t xfv -7 a. - k - <b * * <b s *ifc-fk#» vm&m i is® 

ffl o 




C4) ftSkW- 1 1 -503 1 4 0 

s tz M ^ v y i $ tz it \d n >j v y 

^@#fP^l 3 1 3 7 8 1-^mm^^itW.^^Htz^^V v>^*fE«$tlTi3 

*) , ib« latL m t° ^ u y & &mnm^<D *m » w^ffl k & ^ -as tix ^ & 

YK£y) tLTis 19 , mitR^M t LTti?£K I NN/vt? > CINN Budipin 

)^^?tt^ 0 zhK'&m&ffi (mttfFJvm^mi 00506 7^mm 

«\ hM^S#t^^8 7 1 8 9 KM^S#^^8 7 5 6 6 

$fm ^#^^5 0 6 0 3-^mmmisxxf^m^Vfm2 4 l l 6 6 

*) ^<b— jE<t) l -eny yV -isitFi - t?^? 'J-/V /n^v — J: :/ 
? y - ;K -PUx. ff tf ^ 'Jf>, -> * U 3 y, rfWJ- ;iXPridino"l\ y n -> ^ 
'J v? > CProcycl i di n) > 

'J^v'y^-v^K h >; ^'J 7* >(Tr1per1den)j fc(i->'7x =. K-;i^£ft]T* 

z\tih\*-^mm^^-*yvyMfe&<vfem<Dmu$.m-fz>c\ t^x^ 

kZh x&nK ii , jlut fcfMffl kse«-j- ^ t Tift 

m Kfrnzgiiz m&<Dttsm KMLx^zzt mm t tz 0 



(5) ftWkW- 1 1 -503 1 40 



(CH 2 ) n — C(R3){R4)R5 

R l fi7.i^;K 

R 3 {±tJc^2 ftit i ~4 c-t;w*jk 

R 4 JdbdcffcS fcti 1-4C-7MJW 
R 5 fizk^S fctt 




R 1 (i*^> 
R 2 liz)c£, 
R 3 i — ;k 

R 4 f± ^ n ^ > n^^f ->;v, ?.x.=.;k 2 - y ;v#;p^> >- 5 - 

>f )V $ it \i h >J -> * a [2 

.2.1.0 2_,_6 ] ^yb-2-^;V, 



R 5 ttfc KD*5/, 
mli»[lifcli2, *3<tt/ 

* f&sK-r * * oasai & ft txvmm -c* z> 0 

Mt?*4 0 Z<omk fCtt^f-JU^ ^V-^f^l, sec-Wl> t 




(6) 1 1 -5 03 1 40 

imm, gtitfrmn* mm, m, * o-^avi, 

2- (4-U*n^-w;M*) -3ScA#«, 8S&> J^JVWJf 

;V^> 7 1/^1, 9^ , ;>M> 'J^rfS, ffi 
jcvjK^ (Bnbon)^ ^rT'JJ'I, r fr*- >X ^* * > * * 

Vlifctt 3 - t + - 2 - t7f >»t 0*#tt* «t CF^iSttHlfJ-iPtt 

*t#ttig£. JBtttg|*« (JHdMu SftttiBR*) , Wttflg (RJfc, 5MSk Sib 

£ttk«t«lx_tfB. L Larger*^ (Eur. J. Pharmacol., 155, 345-7 1988), S 
I Deutsche (Clinical Neuropharmacology, 11(2), 105-119, 1988) % T P. Su 
(Eur J. Biochem., 200, 633-642, 1991) £ J; yO. M. Walker^ (Pharmacol. Re 
v. 42, 355^02, 1990)*<JDS:iR*KKffi«*ifCV»4. 

fc#KA0XL"T\ S&U #:/-tr;K (Wx.tfTTSHT) 

. i~9 5%t^>9, fr^zwmftoM&zv^vVTVonzmmLTmiR-rzz. 




(7) 1 1 -5 03 1 40 

{i. ittia vx&%<Dm?i%aWiK&^&m%a-?$>2>o mm, rMtm, mm 

a<k#J, ffifeffl. *Sl**k fitfftffl. »»*Jft#J, *fe«ifcli#tsai4ffl 
kg*t»), — ummmo - 01^20, ^rfimtio -o 5-5 

i&ztiim-r2>m&, m^uma^^m^mm^^- ^^it^^iSM^ 1 a 

R 1 Ii7x-JK 
R2li7i-^> 

R 3 li*-^ f ii 1 ~ 4 C - 7 JK 
R 4 liTklt f fi l ~ 4 C - 7 JU* ;k 

R 5 \t&MtK.lt 1 ~4 C-T^^r^, 
m'li»c2, 

ntmo zmto 



(8) 

R 1 

R 2 fi^K^. 

R 4 I2v^ n-^y f-;v > -> ^ n ^ # -> ;K 7^-=-;w 

„ 2 -y )1<#)V*>- 5 ->f h V [2 

. 2.1.0 2,6] ^yh-2-^;l/, 

R 5 ttfc Kn^v, 

n f2|k2 £fcli3 £^-To 

aw& w ^ su <d %m mm a -> ^* v - $ $#^m l £ ^ ^ * * 

«3&i-4/t«>0, ^CI [S«K Rlt27^-JK R2f2 7i.=.;K R 3 1±&M^ 
R4f2^;K R5f2;*^;W mt2gc 2 is X an J2% 0 «r£f] <7>lt&®& «fc 

Si [S*K Rlli7x-*, R2(i7x^JK R 3 (2^^ 
, R4f2^;K R5l^fJV, mt2&2 JsiJ/ntt&O <D4t&mts* 

»jtt4fc»^), SI [S*K R 1 12*3* , R2J2;jt3f> R3li7i-^, R4 
{22 -J )\>i$)\<*y- 5 ->T/K R5lil:Kat'>, m {2% 2 £ «t V n (2% 2 * 

*»w <o m <d His fi m {2 -> ^ v - fb&fctf&m t * «no mm v> tz & v>nm* 

MiN&fcfc*), SI [S4N R 1 J2tK^, R2(2tK^> R3li7*-^ R4 
(2->^n^>^-;K R 5 (2 1 Kn^f->, mf2$c2J3cfc 




1 1 -5 03 1 40 



# • 

(9) 1 1 -5 03 1 40 

*fkm<nm<»&mmmi -> ? v -g®m<&m l tz m&<o t&m<Dtz*t> <omn * 

mfe-r&tzitXD, &I Rlli*|, R2li7km^ R3l4:7i^;K R4 

Ji7i~;K R5liHKn+->, mtt&2 *5 J: n Wt&2 ?Mk^434 

*»M OSO <0 Hi&i^t fi -> ^ v - L *&&<a o £ «e> wnaa * 

Kt, R 1 R 2 {±tK^> R3fi7xiJK R4 

li->^DA#v;K R5likKn^fi/, mli%C 1 454 n I4$c2 £^-f] <7Mk^ 
©45 4 O^oatOlfcJB & o 

fc*<ZK it I K + , R 1 14**, R2J4;tft|f, R3li7x-)K R4 
f4->^ n^x^^jw R5likKn^->, mf4gc2 43 4 n t4&2 £^T] ^Mfc-^ 

*$kw<o%\\ (D^mmmn^y-?- amitwwm t tz mm<v ^m<Dtz^> <omn * 

$kitT&tzib<D, 5U [jfcfK R1J4tIc*> R2li*i, R3li7x-JK R4 
14 r 'J v ^ D [ 2 . 2 . 1 . 0 2.6] ^ j. - 2 - >f 

;K R5liKKn*->, m(4g:2 454 0 ! ~n (4^2 <r>it&®& 4 tf*^ 

t&lk-r&tztbV), 5fc.I K + , R 1 J47ft^ R2(i*|, R3li7xr.JV % R4 
t47^-;K R5liKKnt?/, mJ4& 2 45 4 O 5 " n (4& 3 ?>lk-£-©454 

NMD A — ^t^t-fo k ifc$$t LT, ±fB-efNfflKfS& Lfzft&V9<D, 
i*K.tt-1r&mfflms 4 tf^teteTltfrS ftT^a ^ffiCKornhuber et a~l. : Eur 
J. Pharmacol. 162, 483-490, £ j^Neurosci. Lett. 163 129-131 19 

93) Hiptffc LTi»J5E t tzo UMt&%9 7V kf > £ * > V >Jg«»*>j&*fc * 



do) mm^- 1 1-503140 

i&mZiX&T^ y T^v> ^ vCAfmnoadamantan)^^^i:oJtite^^i-^ 0 t 

K*r-r 4 ^ v fef > <DHh ^ Um^is Ja jgiRte ( J: 

•jffi^K i -fit) ***UBLfco 

li-f (/j M) v V v - § S % NMDA-SrS^ 
( ^ > 9 Z > > ~ & ± ) (M K • 8 0 1 - fe ) 

y ->* fef > 2.0 11.7 

T V 9 V > 20.3 10.5 

ji V y *J- > 20.0 0.5 



(11) 



1 1 -503 1 40 



INTERNATIONAL SEARCH REPORT 



tar tonal Application So 

PCT/EP 96/61442 



A. CLASSIFICATION OP SUBJECT MATTER 

IPC 6 A61K31/40 A61K31/445 



According to lnura agonal Patent Qtsaficaoon (IPQ 



or to both nrioxul etaadflcation and IPC 



B. FIELDS SEARCHED 



Minimum dociuncxiUu on 

IPC 6 A61K 



Marched (dun Scwon tynem followed toy dassficatjon symbols) 



i Ui th* extent that such documents ore induded ia the fields searched 



Eledronic data hast consulted during the utteraauonal search (name of data hase and, where piactkal. seardb terras used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 



Citation of document, with indication, where appropriate, of the relevant paasaaea 



Relevant to claim No. 



LIFE SCI , 1991. 49 (17) P1229-35. ENGLAND. 
XPQ02G11681 

HUD KINS RL ET AL: "Ml muscarinic 
antagonists interact with sigma 
recognition sites ■ 
see the whole document 

UF0 f A,95 00131 (CAMBRIDGE NEUR0SC1ENCE INC 

;UNIV VIRGINIA COMMONWEALTH (US); GLENN) 5 

January 1995 

see page 6, line 6-22 

see page 7, line 1-18 

see page 31, line 23 - page 35, line 24 

-/-- 



1,2,4-10 



GO 



Further document! art Used m the ooo Annul cm or box C 



ED 



Pawn family 



Special categories of a tad documents : 

"A* document de&ning the general state of the art which is not 

considered to be of particular relevance 
*E* earlier document but published on or after the interna tiorul 
tiling daw. 

L" document which may throw doubts on priority dmm(s> or 
which is cited to estahhth the puMjcitoon date of another 
atari on or other speri&l reeaon (as spcetfjod) 
"O* document re fort fig to an twvl disclosure, use, omihfocn or 
otter means 

"V document published prior Co the international flung date but 
later dun the priority date d aimed 



later document published after the intenutioneJ filing date 
or priority date and not in conflict win (he appttcanon but 
cited to andentsad the principle or theory underlying the 



»X* document ofpartajJarreJcvaneei the d aimed lnvennon 
cannot be considered oovd or cannot be considered to 
involve an invenbre step when the document is taken alone 

*Y* document of particular relevance; the daimed irrvenhon 
cannot be considered to involve en inventive atep when the 
document a combined with case or more other such docu> 
meats, aueh ccenbtnanba bans obwau to a person dolled 
in die art 

"*Y document member of the tame patent family 



Date of the actual completion of the international search 



27 August 1996 



Date of ir* 1 * 1 "! of dx iota-ran on*] search repon 



oa ia 9S 



Name and mailing address of the 15 A 

European Patent Uflice, P.B. 5918 Patemlean 2 
NL - 2280 HV Ripwijk 
Td.(+ 31-70) 54O.2040.Tx 31 631 cpo ru. 
Fsjc 1+31-70) 140-301 6 



Authorized officer 



Mair, J 



P*rm PCT/BA/UO pecon* cheat) {imtf IMQ) 



(12) 



mW- 11-5 03 1 4 0 



INTERNATIONAL SEARCH REPORT 



6a* boaal Applxitton Ma 

PCT/EP 96/01442 



C^Contxmation} DOCUMENTS CONSIDERED TO BE RELEVANT 



CAiffOry « 



Citation of document, Mfh ndicsbon, vhcre appropriate, of tfc« relevant pushes 



DISEASES OF THE NERVOUS SYSTEM, 

vol. 38, no. 5, May 1977, 

pages 353-355. XP6G2G11682 

JELL! NEK, T.: "Mood elevating effect of 

Trihexyphenidyl and Bi peri den in 

individuals taking antipsychotic 

medication" 

see the whole document 

ARCHIVES OF PSYCHIATRY AND NEUROLOGICAL 
SCIENCES, 

vol. 231, no. 3, 1982. 

pages 213-220. XPOQ2011683 

BECKMANN, H. ET AL: "The cholinolytic 

Biperiden in depression" 

see the whole document 

SCANDINAVIAN JOURNAL OF GASTROENTEROLOGY, 

vol. 15, no. 66, 198G, 

pages 15-26, XPGG2011684 

HEATHCOTE, B.V. ET AL: "Pirenzepine 

selectively inhibits gastric acid 

secretion: a comparitive pharmacological 

study between pirenzepine and seven other 

anti acetyl choline drugs" 

see the whole document 

in particular figures 2 8 4 

PAEDIATRIC NEUROLOGY, 

vol. 11, no. 4, November 1994, 

pages 346-348, XPG82G11685 

V06ELS, O.J.M. ET AL: "Focal dystonia and 

speech impairment responding to 

anticholinergic therapy" 

see the whole document 

in particular page 34B, left-hand column, 

line 33 and right-hand column, line 9 



Relevant to claim No. 



1.2,8 



1.2.8 



1.2.9 



1.2,8 



Fern pctasa^H towvtu 



(13) 



1 1 -5 0 3 1 40 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/EP 96/01442 



Box I Observations where certain claims were found unsearchable (Continuation of Item 1 of first sheet) 



This inicntanonaiscarchxepoithaanot been established in respect ofcena in claims under Article J7(2)(a) fort be (o Homing reasons: 



□ 



Claims Nos_ 

because they relate to subject matter not requited to be searched by this Authority, namely: 



Claim* No*.: 1-2 

because they relate lo parts of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningful international search can be earned out, specifically: 

see annex 



3. |~n Claims Nos.: 

L — J because ihey are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



2. [x] 



Hoi U Observations where unity of invention is lacking (Continuation of Item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1. | | As all required additional search fees were timely paid by the applicant, this interna ti one I search report covers ail 

searchable claims. 

2. | | Asa II sea rcb able claims could be searched without effort jusl if ying an additional fee. this Authority did not invite payment 

of any additional fee. 

3. [**"*] As only some of the required additional search fee* were timely paid by the applicant, this international search report 
*— 1 covers only those claims for which fees were paid, specifically claims Nos.: 



["""I No required additional search fees were timely paid by the applicant. Cunsequcndy, this international search repon is 
•—J restricted to the invention first mentioned in the claims; it is covered by claims Nns • 



Remark on Protest | | The additional scorch fees were accompanied by the applicant's pro test 

| | N" protest accompanied the payment of additional search fees. 



Form rCT/JSA/2 10 (continuation of first sheet ( t)) (July 1992) 





(14) 



1-503140 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/EP 96/01442 



Given the Urge number of compounds theoretically defined by the formula in claim 1, 
the search has been restricted ibr reasons of economy to the examples and the general 
inventive concept. 

The d efinition of the therapeutic use in the terms "for the treatment of sigma receptor- 
mediated disorders" is inadequate as a definition of the intended therapeutic use, since 
it is not clear which disorders are covered and which excluded 

The search has therefore had to be restricted to the defined therapeutic applications 
and the general inventive concept. 



Form PC171SA/210 (cxUa sheet) (July 1992) 



(15) 



J*t¥ 1 1 - 5 0 3 1 40 



INTERNATIONAL SEARCH REPORT 

Iafonm&cn on patent lumly nwnb« 



In riomd A pp.] i cut on Nn 

PCT/EP 96/01442 



PmtvnL docunxnl 
cited in ttath report 



Publication 
dale 



Patent family 
mcrabei(i) 



Puhlkauicn 



W0-A-95G9131 



05-01-95 



AU-B- 
EP-A- 



7177694 
8714292 



17-01-95 
05-06-96 



Pom PCT/ISA/:U (pnral tenflj «voa) (Wr tf»J) 



C16) 



mmw- 11-503140 



7P> b^-isCDWi% 

(51)IntXl.* MUS<liB# FI 

C 0 7 D 295/08 C 0 7 D 295/08 Z 

(8D«5E3 E P (AT, BE, CH. DE. 

DK. ES. FI. FR, GB. GR, IE, IT, L 
U, MC, NL, PT, SE), AU, BG, BY, C 
A, CN, CZ. EE, HU, J P, KR. LT, LV 
, MX, NO, NZ. PL. RO, RU, S G, SI, 
SK, UA, US 

vjy&n&mm d- 9707s v^^v 

32 



